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Intrarenal B-cell 
infiltrates in ANCA
In many inflammatory kidney diseases, 
B cells infiltrate the kidney and appear 
in clusters that look like lymphoid tis-
sue. In this issue, Steinmetz et al. publish 
work in which they studied the compo-
sition of these clusters in ANCA and 
lupus nephritis. They classified the infil-
trates into four groups based on their 
levels of organization, varying from 
scattered B cells to highly compartmen-
talized clusters that had follicular den-
dritic cells in their centers. Most of the B 
cells were mature and antigen-present-
ing. When B-cell infiltration occurred, 
the lymphoid B cell-attracting chemok-
ine 1 (BCA-1) was expressed in cells that 
appeared to be dendritic cells. Further, 
most B cells expressed the correspond-
ing chemokine receptor CXCR5. These 
studies pave the road for further anal-
ysis of the role of the CXCR5–BCA-1 
pathway in the etiology of the relevant 
common inflammatory kidney illnesses. 
See page 448.
IL-6 haplotypes in 
diabetic nephropathy
One of the goals of molecular epidemiol-
ogy in nephrology is to identify loci in 
the human genome wherein variation in 
the sequence of specific genes correlates 
with the incidence or severity of certain 
renal diseases. Recently, genome-wide 
scans have identified the presence of one 
chromosome, 7p21, a locus that appears 
to influence the variation of glomerular 
filtration rate and development in end-
stage renal disease. Under the peak of 
this linkage is located the proinflam-
matory cytokine interleukin-6 (IL-6). 
Since chronic inflammation has been 
implicated in the progression of dia-
betic nephropathy, Ng et al. examined 
this association using gene analysis. The 
authors performed single-nucleotide 
polymorphism (SNP) and haplotype 
analyses in 295 patients—138 with 
proteinuria and 157 with chronic renal 
failure—and compared them with 174 
control patients with normal albu-
min excretion. Five tagging SNPs were 
selected for analysis on the basis of link-
age disequilibrium patterns and prox-
imity to the functionally important 
–634G>C SNP in the IL-6 promoter. 
Although analysis showed no associa-
tion between haplotype and protein uria, 
significantly more of the GGGAGC 
haplotype was found among patients 
with chronic renal failure as compared 
with controls. This association remained 
significant after correction for multiple 
testing. The strength of this association 
and its functional implication for the 
transcription or expression of IL-6 need 
to be determined. See page 521.
WT1 and renin
Mutations in the WT1 gene cause Wilms’ 
tumor and other malformations, such as 
Denys–Drash syndrome. The product of 
this gene is a zinc-finger transcription 
factor that is critical in the early stages 
of kidney development. Remarkably, 
several patients with Denys–Drash syn-
drome have been shown in studies to 
have high renin levels. Studies of WT1 
show that this gene undergoes an enor-
mous amount of alternative splicing, 
leading to the production of as many as 
36 isoforms. Among these proteins are 
insertions (or deletions) of three amino 
acids (KTS: lysine, threonine, and ser-
ine), which result in two isoforms, +KTS 
and –KTS. Each of these isoforms has 
different functions—the +KTS func-
tions in RNA binding, while the –KTS is 
a transcription factor. Steege et al. now 
show that the WT1(–KTS) gene sup-
presses renin gene transcription. WT1 
and renin were coexpressed in a cell line 
derived from the juxtaglomerular appa-
ratus that produces renin. Knock-down 
of WT1 protein by siRNA increased the 
cellular renin mRNA content, and over-
expression of WT1(–KTS) reduced renin 
gene expression in stable and transiently 
transfected cells. A mutant WT1(–KTS) 
protein found in Wilms’ tumors failed 
to suppress renin gene reporter activity 
and endogenous renin expression. These 
studies demonstrate the critical role of 
WT1(–KTS) in the regulation of renin 
transcription. See page 458.
